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Final report-Teratologic Evaluation of FDA 71-55 (Tartaric Acid) in Mice, Rats & Hamsters
7/31/73 . .
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REPORT oo s
Submitted to: DHEW/Public Health Service Date July 31, 1973

Food and Drug Administration ca-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 ' Laboratory No, 1573 i
, Contract No, FDA Tl-240

Sample: Fine white crystalline material

Marking: - FDA 71=-5& (Tartaric acid)

Examination Reguested: Teratologic evaluation of FDA 71-55 in mice,

Procedure: See Appendix I
Results: See Tables 1 through 4 and Appendix II
Conclusion:

On the basis of the data reported herein, the following
conclusion appears to be warranted: )

"The administration of up toc 274 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneocusly in
the sham=-treated contreols.”

FOOD AND DRUG RESEARCH LABORATORIES, INC.

al
Kenn&th Mc-rga.re{dgeg Ph.D. (?(""

Vice President

Thin report b submilied tor the yaoiusive uen ol Ine ko0, partermRip. of orporation b whom il |4 nckdreaned, and neither the mpor nor the names of thass
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Groups: 271 through 276

E]

FOOD AND DRUG RESEARGn” IABORATORIES, INC.

Table 1

Data: June 28, 1973

Material : FDA 71-55 Laboratory No. : 1573 §
Fate Summary
{ Mice b}
Sroup Mataerial InEa** Taotal Surviving at Term
mg/kg Mated Eragnant Total Pragnantl
271 Sham G.o 25 22 25 22
272 Agpirin* 150.0 25 23 25 23
273 FDA 71-55 2.74 25 23 24 22
74 FDR 71-55 12,7 25 20 25 20
275 FDA 71-55 53.1 25 23 23 21
276 FDA 71-55 274.0 32 22 _32 22

* FPogltive Contral : 150.0 ag/kg

** Administezed as a water solution (See Rppendix I); 10 ml/kg of body weight
L) rnciudes all lams examined at term



FOOD AND DRUG RESEAR. .,ABORATORIES, INC.

Group: 271 through 276

Date: Juna 28, 1973

e e e — e e e LS

Table 2 .
Material: FDA 7)1-55 Reproduction Data Laboratory o. 1573 £
{ Mice J
Group: 271 272 273 274 s 276
. Dose {mg/Kgl: Sham Aspirin®* 2,74 . 12.7 59.1 274.0
i
i Pragnancies
Total No. 22 23 23 20 23 22
Died or Aborted (before Day 17 } 4] o 1 0 2 0
To term {on Day 17 22 23 22 20 21 22
Live Littars
Total Ho.* 22 22 22 20 20 21
Implant Sites
Total Ho. 260 287 272 2121 238 243
Average/dam* 11.8 12.5 12.4 11.6 11.3 11.1
Resorptions
; Total No.* 23 23 6 11 19 18
i Damsg with 1 or more sites rescrhed 10 a 4 7 ;] a
: Dams with all sjites resorbed —— 1 - - - 1
Fer cent partial rescrptions 45.5 34.8 18.2 35.0 26.& 36.4
Fer cent complete resorptions —-— 4.35 - - - 4.55
Live Fetuses _
Total Nao. 229 264 -263 2)9 216 222
| Average/dam® 10.4 11.5 12.0 11.0 1o0.3 10.1
5 Sex ratio (M/F) 0.78 0.74 2.95 0.87 Q.85 0.487
Dead Fetuses
Total* 8 - 3 1 3 3
Dams with 1 or mare dead 7 —— p 1 3 3
Dams with all dead - - - - - -
Fer cent partial dead 31.8 — 9,09 S.00 14.3 13.6
Per cent all dead - - - -— - -
Average Fetus Weight, g Q.90 u.B4 0.69 o.87 0.89% 0.9]1

* Includes enly those dams examined at term.

*+ positive Control: 150.0 sg/kyg



FOOD AND DR!G RESEARCH .LABGRATORIES, INC.

Groups_ 271 through 276

Matarial FDA _71-55

Takle 23

Laboratery Ne. 1573 4

Date

June 28, 1873

Eummary of Skeleatal Findings+
{ Mice )

Group HNa, :
Findings
bose {mg/kg):

271
Sham

272
Aspirin**

273
2.74

74 275
12.7 59.1

278
274.0

S

Live Fatuses Examipned
{at term) '

Sternebrae
Inconplete oss,
Scrambkled
Bipartite
Pused
Extra
Misszing
Qther

Ribs .
Ingomplete osSs.
Fused/split
Wavy
Less than 12
More than 13
Qther

Vertabrae
Ingcomplete omsg,
Scramhled
Fuged
Extra ctrs, o=3.
Scalicsis
Tail defects
Cther

Skull
Incomplete closure
Missing '
Craniostosis
Other

Extremities
Incomplete oss,
Missing
Extra

Misecellaneous
Hyoid: missing
Hyoid: reduced

lal/s22

66/16

22/1G

7/13

/2

/1

23/10
13/10

185/22

34,15

9/7

26/11

1/1

41/18

8/6

/6

a7/15
1177

184,22

41/}22
2/2

1/1
33/12

13/14

4/3

/2

46,/17
22/12

154/20 151/20

29/13 19/1¢

5/3 3/3
i/1

16/11 1272
1/1

43719 3V/13

2/2 9/2

473 5/1

32/13 i8/6
15/9 18/10

155/21

32717

i/3

6/4

37/16

2/2

2/2

26/11
1/9

* Numerator=Humber of fetuses affected; Denoninator=Number of

** Posltive control] :

150.90 mg/kg

e i e TIT TR N e e o —

affected,

litterns



FOODR AND DRUG FRESEARCH LABORATOFRIES, INC.

Groups__ 271 through 276 Date__ _Jupe 26, 1973
Material FDA 71-58 Laboratory No,_ 1573 j

Tahle 3-a
SEunmary of Soft Tissve Abnormalities
(Mice)
Group Material Dose Leval Dam Humber of Deacriptian
mg/kg Pups

F {1 Eham 0.0 B 3885 l Gastroschigis

272 Aspliein® 150.0 A 3BGS 1 . Maningoencephalocelse
273 FDA 71=55 - 2. T4 I 30la 1 Gastroschixix

275 PFDR 71-55 59.1 I 3084 1 © Rydrocephalus

276 FDA 71=55 274,90 I 3099 1 Gamtroachisis

* Positive Control: 150.0 mg/kg

............ PR e e e e e A ] e R e et s e+ e e e o m e mm



F 00D AND DRUG RESEARCH LABORATORIES, INC.
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Groups_ 271 through 376 Date June 28, 1973
Table 4
Species Mige Laboratory No. 1573 4§
Average Body Welghts*
————————————————————————— Day-=-emmm———————S-—c——m =
Group Materisl Dase .
Lavel G 6 11 1% 1oEx
mg/kg B e g e e rm - ———
271 © Sham ' 0.0 28.6 3.4 35,7 43,2 49.2 (23)
272 Aspirin®t#* 150.0 0.8 3.3 as5.4 42.4 48.7 {23)
273 FDA 71=-55 2.74 3C.0 33.1 37.7 45.5 52.8 (22)
274 FDA 71-5% 12.7 29.5 jl.B 35.% 42.7 4B.1 {20}
; |
| 275 FDA 71-55 59.1 29.0 31.8 36.2 43.1 49 .4 {21)
i
276 Fba 71-55 _2?4.0 27,5 30.1 34.1 41.3 46.8 (22)

* Of pregnant dams
**  Number of surviving dams in parentheses (c.£. Table 1}
k%% Positive control: 150.0 mg/kg



Appendix I

Teratology Study in Mice

Virgin adult female albiqn CD=-1 cutkred mice were gang-
hpuaad in disposable plastic cagea in temperature and humidity-
controlled quarters with free access to food and fresh tap water,
Thay were mated with young adult malex, and cbeervation of the
vaginal sperm pluyg was conéidered Daﬁ 0.of gestation., Beginning
on bay 6 and continuing.daily through bDay 135 of gestation, the
females ware.dnsad with the indicated dosages by oral intubation;
the contrals were sham treated,

Body welghts were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as a
regult of anorexic effects in the p;ggnant female animal.

On Day 17 all dams were subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites,
resorption sites, and live and dead fetuses were recorded. The body
weights of the live pups were alsg recorded., The urogenital tract
of each dam was examined in detail for anatomical normality.

All fetuses were examined grossly for.the presencé of external
congenital abnormalities. One-third of the fetuses of each litter
undérwent detailed visceral examinaticns employing the Wilson
technique, The remaining two-thirds were cleared in potassium
.hydroxide (X0RH) , stainad with alizarin red S dye and examined for

skeletal defects.
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FOOD AND DRUG RESEARCH LABOMATORIES, INC.

Greup 271 Appendix II . - Date_ June 28, 1973
Material spam ] _ Laboratory %o, 1573
Reproduction Data in = Mice (Individual) : -

COoBa 0.0 mg/ ko

Dam No. Fate® Implant Fetusgasg SEex ‘Resorptlion Average Fetus Remarks
‘Bitaes Alive Dead M F Sites Waight (g)

5 3876 P 15 13 2 5 d 0.70

E 38T} R - 13 12 1l 6 & 0.98

5 3874 - 13 11 4 N 2 0.88 _

8 3879 E 13 12 : 4 | 1l .87 i

£ 3880 P 11 o 1 4 5 1 0.7 '

5 1881 P 13 13 ? B a,%0

B 3asgz2 p 14 13 5 . B 1 0.93

& 3883 P 11 11 5 6 0.88

5 38864 P 11 o 1 3 & 1 .74

S 3885 P 11 11 5 & 1.05

£ 3gg6 NP . o ———

£ 3887 P 13 13 4 5 D.77

S 3888 P 14 13 1 5 8 0.87

5 3paz P 1o 10 4 B 3.85%

5 3890 NP - 0 —_—

5 3891 P 12 5 2 3 7 1.00

5 3802 P il 10 3 7 1 0.91

5 3B53 P 13 11 1 3 B . 1 0.76

5 1824 EP o -—

5 jpus P g 9 B 1 0.86

5 3896 P 10 5 2 3 5 1.1%

8 3897 P 13 10 5 5 3 0.69 .

5 3898 F 9 9 7 2 1.18

5 3899 9 3 1 5 3 1.21

5 3900 - F 4 8 .90

1z 12

“* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LARO MATORIES, INC.

Group 272 Appendix II ., . Date June 28, 1973
Material paapirin . Laboratory No. 1573
Dose Reproduction Data in Mice {(Individual)}
e 50,0 MGG :
Dam No. Fate* " Implant Fetuses Sex Fesorption.  Average Fetus Remarks
B Sites ARlive Dead M F Sitas Weight {gq)}
& 3876 p 11 11 : 5 & : 0.70
A 3877 E 12 12 T 5 SR P i §
A 3878 B 12 11l 5 L 1l 0.85
A 3879 NP o —— '
A 3880 F 15 15 5° 10 0.81
A 38B1 NP 0 e
A 3882 P 11 . 11 a 8 0.8l
a4 38381 P 12 12 5 7 0.93
A 3834 P 14 11 4 7 3 .87
A 3pas P 12 12 —_—
A 3886 P 10 10 4 6 0.77
A 3887 P 12 12 6 6 0.99
A 388 P 16 14 7 7 2 0.90
A 3889 P 13 13 L 7 : 0.80
A 3890 F 13 11 6 5 2 1.00
A 3891 P 13 13 4 9 0.83
A 3892 F 12 13 5 2] D.81
& 3853 E 15 15 [ 9 0.8&
A 2054 F 12 11 5 ] 1 . D.79
A 3895 P 13 12 4 g 1 0.82
A 3836 P il 11 4 7 - 0.84
A 3897 P 12 12 4 a 0.67
A 3B98 P 11 10 4 <] 1 : 0.89
A 3899 P 13 13 & 7 0.82
A 3900 B 7 4 1.06

11 11

"

* Pw Pregnnﬁf: NP = Not Pregnant



Group 273

——
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FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Matarial ppa 71-55

Appendix XI

natg June 28, 19‘?3

Laboratory Wo._ 1573 4

Reproduction Deta in Mica {(Individual)
Dosa £:74 ma/kg
_ Dam No. Pate® Implant Fetuses Sex Rasorption. Avarage Fetus Ramarks
j B Sites Aliva Dead [T F Sitas Weight (g}
i
; I 3001 P 11 g 2 4 5 0.71
i I3002 + P. 3 9 4 5 0.79
§ T 3003 P 12 12 9 3. D.89 l
| I 3004 P 12 11 1 4 7 0.79 .
| I 3005 P 13 13 6 7 0.84
1 3006 P 12 12 6 6 0.96
| I 3007 P 14 12 4 8 2 0.88
- I 3008 P 13 13 6 7 1.01
I 3009 P 14 14 7 7 0.79
I 3010 . 13 13 3 7 0.96
I 301) B 16 16 7 9 1.02
I 3012 NP 0 —— .
1 3013 . B 7 7 - —_ —_— Aborted Day 17
1 3014 P 12 12 4 B 0.79
I 3015 P . 14 14 5 9 0.84
I 3016 P 12 10 4 6 2 0.569
I 3017 P 8 8 [ 2 1.33
1 3018 P 15 15 9 6 0.85
T 3019 NP 0 —
1 3020 P 13 13 6 7 1.08
I 3021 P 14 14 10 4 .90
I 3022 P 12 12 6 6 0.86
I 3023 B 10 9 4 5 1 0.88
I 3024 P 15 15 5 10 0.70
I 3025 P a 6 1 1 1.04

7

* P = Pragnant;

HP = Hot Pregnant



FOOD AND DRUOG RESEARCH LABOFATORIES, INC. .

Gxoup _274 Appendix I1 . . Qata June 28, 1972
Material ppa 7]-5c ' , Laboratory Ro, 1573 i
Reproduction Data jin Mice {Individual) -

Dose 12,70 ma/kg

Dam Ho. Pate® Implant . Fatuses Sex Resarption Average Petus Pamarks
‘Sites Alive Dead M F Sites Waight {g}

I 3031 P 11 11 5 6 ' 0.87

I 3032 ur 0 -

I 3033 P 11 11 3 8 0.90

I 3034 NP 1] ———

I 3035 o 12 o 4 5 3 1.00

I 20136 P 12 12 5 7 0.92

1 2037 P 10 8 4 4 2 0.86

I 2038 P 10 o9 4 5 1 0.33

I 3039 P 11 11 -t oohR 0.85

I 3040 P 1s 15 12 | 0.88

I 2041 P 1o 9 4 5 1 0.85

I 2042 F 3 3 2 1 0.88

I 3043 B 10 3 s 4 1 1.02

I 3044 P 12 10 | T 3 1l n.7a

I 3045 HE 0 _—

I 2048 NP 7]  ——

I 3047 NFE 0 -t

I 30438 P 12 1o 5 5 2 0.86

I 3n49 P 11 11 5 [ .90

I 3050 P 16 16 5 1G 0.7d

I 3081 P 12 12 5 7 0,72

I 3052 P 14 14 7 7 Q.83

I 30%3 P 14 14 7 7 .83

I 3054 P 13 13 4 9 0.60

I 3065 P 12 12 3 o g.9z2

* P = Pregnant; NP = Not Preagnant
** Mot all recorded.



Group 275

FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Material FOA 7i-56

E

Appendix I

Date
Laboxratory He._ 1573 4

June 28, 1973

Dose $5.1 ma/xg Reproﬁuction ata in Mice {Individual)
Dam ¥o. Fate® Implant Fetusen Sex Fesorption Average Fetus FRemarks
‘Bitesn Alive H F Sitas Weight {g)
*I 3061 F 6 B 3 3 0,96
I 3062 HF ‘0 S
I 3063 P 13 1z 5 7 1.02 .
I 054 P 14 14 6 8 Q.60 i
I GBS P 13 13 5° a .91
I 3066 P 15 15 6 9 0.99
I 3067 P 11 . 10 ——
I 3068 P 11 10 5 5 1 0.84
I 3069 P 11 1o & 4 1 0.B5
palic L1 v P 12 12 4 B 0.81
I 2671 P 13 13 8 5 0.89
I 3072 NP O J—
I 3073 b 12 11 4 ¥ 1 0.94
I 3074 p 7 4 S 2 3 1.04
I 3075 P 12 12 & B 0.498
I 3076 P 3 3 1l 2 0.98
I 3077 F 13 13 & 7 0,82
I 3078 P 13 - _— - - Aborted Day 15
I 3079 F 11 -- - - e Aborted Day 14
I 3080 F 13 13 7 6 0,96
I 3081 F 10 1o A 6 0.92
I 2082 P 11 10 6 4 - 0.87
I 3083 F 12 12 5 7 D.92
I 3084 F 13 13 6 7 D.83
I 3085- E 13 4 6 3 0.86

* P = Pregnant;

NF = Kot Pregnant



Group 276
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FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Material FDA_71-55

Appendix II

Date June 28, 1973
Laboratory Mo, 3573 i

: Dose 274.0 mi/kg Reproduction Data ipn Mica {Individual)

i Dam Ho, Fate* Implant Featusgsas Sex Resporption: Average FPetus Femarka

: ~Sites ° Alive Dead M F Sites Welight {g}
I 3091 NP 0 ——
I 3092 'MWy 1] ——
I 3092 NP 0 _—
I 3094 NP ] —
I 3095 NP 4] —
I 3096 P 7 7 3 4 0.9%0
I 3097 NP ] ' —
I 3098 E 12 12 & [ 2] 0,94
I 3699 P 11 10 5 5 1 .99
I 3100 F 9 9 4 5 D.84
I 3101 P 132 11 .1 4 7 1 0.88
I 3102 NP o . ———
I 3103 NP 4] -—
I 3104 P 8 7 2 5 1 0.9¢ -
I 3105 P 12 11 1 1¢ 0.80
I 3108 r 11 10 5 5 1l 0.89
I 3107 o 15 14 10 4 1 .92
I 3108 b 10 10 ) 4 5 g.a5
I 3109 P 13 12 1 5 7 .93
I 3110 NP 1] s
I 3111 P 14 14 ? 7 0.84
I 3112 F 10 10 5 5 0n.79
I 3113 F 11 il ] 5 0.75
I 3114 NP v} —
I 3115 F 11l 11 b 5 1.27
I 3116 F 11 10 6 | 1 1.04
T 3117 P 12 12 9 3 0.99
Continued on next page.

* P = Pragnant;

HP = Nogt Pregnant



Group 276

C

FOOD AND DRUG RESEH..RCH LABORATORIES, INC,
. Date June 24, 1973

Material wpa 71-55%

Appendix II
Laboratory Wo. 1573 i

ST TESTOECE A R . o amd

Reproduction Data in  Mice {Individual}
Dose 274.0 ma/kg '
dam Ho. Fate* Implant Fetuses Sex JfResorption Average Fetus Pemarks
SiteE Alive Dead M F sites Weight {(y)
Continued,
I 3118 P 11 10 1 3 7 1.04
I 3119 F 11 11 -
I 3120 P 11 1o 1l 9 - 1 - Q.BG .
I 3121 F 10 10 5 5 5,87
I 3122 P 11 11 5 5 0.93

* P = Pregnant; NP = Not Pregnant °
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o ' AND DRUG

LABORATORIES, INC. WAYERLY DIVIBION
FINAL . P Box 107
EEPORT _ Wiverly, New York 14892
(80T} -288-211
Bubmitted to: DHEW/Public Health Service pate July 31, 1973

j Food and Drug Administration CA-272
t 5600 Fishers Lane-Room 5C=13

Rockville, Maryland 20852 ‘Laboratory No. 1574 i
Contract No. Fha T1-240

Sample: Fine wﬁite crystalline material

Marking: FDA 71-55 (Tartarilc acid)

Examination Requested: Teratologic evaluation of FPA 71-55 in rats

Procedure; See Appendix I

~nesults s See Tables 1 through 4 and Appendix II
Conclusion: '

On the basls of the data presented herein, the following
conclusion appears to be warranted: ;

"The administration of up to 181 mg/kg (body weight} of the test

material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The

. number of abnormalities seen in either soft or skeletal tissues of the

test groups 4id not differ from the number accurring spontaneously in
the sham-~treated controls."

It is therefore concluded that the compound FDA 71-55 is not a
teratogen to the rat.

FOOD AND DRUG RESEARCH LABORATORIES, INC,

.
_?f::::«;QEZF7¢¢ijfﬂﬁh¢ALd{%ykﬁh__
Kenhath Hnrgareldgé} Fh T,

Vice Prasgident

Thka repart |3 submillgd for the l_:unluiiu usi ol the persan, partranhlp, ar corporation o whom It in zddraeaed, and nelther ha repoH Ao the neme ol ks
Labaretorior nor of ARY Mmbers of He $ef, Ay Ba vead In connection with the adverting or snle of any praduct gr procass without writhen sukssrization,



Groupsi

271 through 276

FOOD AND.DRUG RESEARL. LABORATORIES, INC.
Date: June 15, 1973

Table 1 .
Mataerial : FDA 71-55 Laboratory Ko, @ 1574 1
Fate Summary
{ Rats H
Group Material ose** Total Ssurviving at Term
ng/ kg Kated Pregunant Total Pregnanti
271 Eham 0.0 25 22 25 22
i
|
] 272 Aspirin® 250.0 22 21 22 PR
: 273 FDA 71-55 1.81 25 19 25 19
!
274 FDA 71-55 8.41 24 19 24 12
275 FDA 71-55 39.1 25 23 - 25 23
276 FDA 71-55 181.0 25 24 25 24
* positive Control : 250.0 wa/kg

%+ pdministered as a water solution (See Appendix I}

1} tneludes 'all dams examnined at term



FOOD AND DRUG RESEAR.  ABORATORIES, INC.

Group: 271 through 276 Date: Jupe 15, 1973 :
. Tabla 2 _
Material: FDa 71-55 . Reproduction Data Laboratory No. 1574 &

{ Rats y

Group: 271 272 273 274 275 276
Dose (mg/kg): Sham Aspirin**  1.81 8.41 9.1 ial.o
Pregnancies
Totzl Ha. 22 21 19 1% 23 24
Died or hborted (hefore Day <0 ) 0 G 0 0 0 0
To term (on Day 20) 22 21 192 19 23 T 24

Live Litters . .
Total Ho.* 22 20 19 19 23 24

Implant Sites - B
Total No. 251 225 225 235 274 273

Average/dam* 1r.4 10.7 11.E 12.4 11.9 11.4
Resorpticns :

Total Ho.* & 27 3 -4 Z 4

Dams with 1 or mwore sites resorbed 4 9 2 A’ - 3

Dams with all sites resorhed "= 1 - - - -—

Per cent partial reaorptions 1.2 42.9 10.5 15.8 B.70 12,5

Per cent complete resorptlons - £.76 - - - -—

Live Fatuses

Total No. : 245 198 222 231 272 269
hverage/dam* 11.1 9,43 11.7 12,2 11.8 11.2
Sex ratio (M/F} 0.90 1.06 1.00 0,.B5 1.11 1.05
Dead Fetuses
Total¥ - - - - - -
Damsz with 1 or more dead - - - - - -
Dam=z with all dead --= - - - --— ——
Per cent partizl dead - — - - —= -
Per cent all dead - -— - - - -

Average Fetus Weight, g 3.39 2.68 3.97 3.77 3.83 3.97

* Includes only thoss dams axamined at torm.
"% Pogitive Control: 250.0 mg/kg



FQGﬁ AND DRIG RESEARCH LABORATORIES, INC.

Grnups_ 271 through 276 Laboratory No. 1574 i
Takle 3 )
Material FDa 71-55 _ Date June 15, 1573
Summary of Skeletal Findings*
( Rats }
- Group Ho.: 271 272 273 274 275 276
Findings
Doge {mg/kg): Sham Aspirintw 1.8 8.41 29,1 181.a
. Live Fetuses Examined 173722 137720 152/19 161/1% 18B9/23 1B&/24
(at térm)
Eternebrae
Incomplete oss. HE;“EG‘ 91/20 75}‘15 42713 52,"14 4£/)5
Sgrambled
Bipartite /3 5/4 1/1 1/1 171 1/1
Fused '
Extra :
Missing 2/2 86/1% /4 5/2 8/5 6/4
Other
Ribs
Incomplete 0BS. 171 /2
Fused/split 1/1
Wavy ) | 46/16 22/7 13/7 las10 18/9
Less than 12 272 2/1
More than 13 773 51./19 1/1 5/5
Other
VYeartebrae
Inconplete oss. 141/19 2/2 8/6 5/4 10/7
Scrambled '
Fused
Extra ctrs, oss.
SEcoliosis /1
Tail defects
Cther
Skull
Incomplete closure 26/14 47/16 43/14 19/9 40/17 32/16
Misgsing 6/2 :
Craeniostosis
Other
Extremities _
Inconplete oss, 3/1 1/1
Missing
Extra
Miscellaneous
Hyoid; missing 15/8 65/18 17/8 12710 15710 . 31/13
Hyoid; reduced 20/9 12/10 22/9 17/8 23/15 131/10

* Numerator=Number of fetusfesz affected; DenominatorsHumber of litters

*"* Positive control: 250.0 mg/kg affected.



FOOD AND DRUG BESEARCH LABOPRATORIES, INC.

Groups__ 271 through 276

June 28, 1973

Lahoratory No.1574 i

Wumbazr cof

Deszscription

M ial -
aterial FOA 71z33 Tahle 3a
fymmary of Soft Tissgue Abnormalities
(Rats}
Group Material Doge Level Dam
mg/kg
272 Aspirin* 250.0 A 4882
A 48EB
A 4892
A 4899
273 FDR 71-55 1.81 I 4006
I 4009
275 FDA 71=55 3%.1 I 4064

Encephalomyelocele
Exephthalmos
Gastroschisis
Meningoencephalocele
Encephalamyelocela
Meningoencephalocele
Eydrocephalus

Encephalomyeloceale

Subcutaneous hematooa

Umbilical hernia

Unibilical hernia

* Poasitive Control: 250.0 mg/kg



F OOD AND DRUG RESEARCH LARORATORIES, INC.
Groups_ 271 through 276 Data__ Jung 15, 1973 .
Table 4
Species  Rats Laboratory No. }574 i
Average Body Welghte*
g e g :ﬁafs- ———————————————————————
Group Material Daose
Level: 0 & 11 15 20
L - e At ittt i
271 Shamn 0.0 212 232 250 268 a3 (23)
272 Aapiripw#» 250.0 312 232 246 265 315 (21)
273 FDA 71-55 1.81 213 234 253 274 340 (19)
274 FDA 71-55 B.4] 211 232 250 . 272 345 (19)
275 FDA T1-55 39.1 205 233 243 266 333 (23)
276 PDA 71~55 11,0 218 235 256 278 345

{24}

&k
**k

Of pregnant dams

umber of surviving dams in parentheses {(c.f. Takle 1)

Positive contrel:

250.0 my/kg



Appendix I
@ Teratoclogy Study in Rats
virgin adult¢ female albino rats [(Wistar drived stock) ware

ipdividually housed in mesh bottom cages in temperature and humidity-
conttrelled quarteis with free access to food and fresh tap water.

They were mated with young adult males, and observation of the wvaginal
sperm plug was considered Day 0 of gestation; Beginning on Day &

and continuing daily through Day 15 ¢f gestation, the females were
doged with the indicated dosages by oral intubations. The controls
were sham treated with the vehicle at a level equivalent to the group

racelving the highest test deose, The test material was prepared

and doses calculated according to the following table:

e /b LTk Tmg /Ty
2 250 1 5 250
251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 p 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
1501 - 1600 6.4 235 - 250

Body weights were recorded on Days &, 6, 11, 15, and 20 of
gestaticon. All aniﬁals were obsgerved daily for appearance and be-
havicor with particular attention to food consumption and weight, in
order to rule out any abnormalities which may have cccurred as a
result of anoraﬁic effects in the pregnant female animal.

On Day 20 all dams were subjscted té Caeéarean section under
surgical anesthesia, and the numbers of implantation sites, resorption

Bites, and live and dead fetuseszs were recorded. The bhody weights of



()

the live pups were also recorded. The urogenital tract of each dam
wasg exanined in detail fof anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third of the fetuses of each litter
underwant detailed viasceral examinations employing the Wilson
tachnique, The remaining twe-thirda were cleared in potassium
hydroxide (KOR), stained with alizarin red 5§ dye and examined for

skeletal defects.



FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Group 271

Appendix II
Material Sham

Date June 28, 1973

Laboratory Wo. 1574

Dosea 0.0 mg/kg Reproduction Data in Rats (Individual}

Dam Mo, Fate* Implant Fetuses Sex Tesorption hverage Fetus Eemarks
! Sites Alive Dead = M F Sitmes Weight (g}
i 5 4876 P 13 13 7 & 3.35

5 4877 P 11 11 7 4 3.77

5 4878 P 15 15 7 8 4.18

5 4879 F 14 14 5 9 4.07

5 4880 P 12 12 8 4 4.18

5 4881 P 11 il 5 6 i.n

g 4g42 B 11 11 4 7 L.12%*

5 4882 P 12 12 3 B 3.43

£ 4884 P 11 11 T 4 3.64

g 4885 P 10 = 10 5 5 3.95

% 488G F 10 10 6 4 3.65

S 4887 3 14 13 & 7 1 3,57

5 4888 P 11 11 T 4 3.60

5 488% P 11 11 5 & 3.64

5 4890 P 12 12 3 9 3.57

5 4891 P 8 L2 5 3 3.77

5 4892 NHE Q —-——

5 4493 P B 5 2 3 3 3.20

5 4894 P 12 12 5 7 3.38

5 4895 NP o ——

g 4896 P 11 11 3 8 4.14

5 4897 P 11 11 4 7 3.80

5 4838 HP o ——

g 4899 P 11 10 7 3 1 4.13

£ 4300 P 12 11 5 & 1 3.91

NP = Not Pregnant
{(Average of 10)

* P = Pregnant;
** Nt all recorded



FOoOD AND DRUG RESEARCH LABORATORIES, INC.

Group 272 Date June 28, 1973

Appendix II
Material Aspirin

Laboratory No. 1574

Dose 250.0 mg/kg Repraoduction Data in Rats {Individual)
Dam No, Fate* . Implant Fatusaesg Sex Fesorption Average Fetus PRemarks
Sites Alive Dead M F Sites Weight (g}
A 4876 P 13 12 7 5 i 2.96
A 4877 P 11 11 7 4 2,99
A 4878 F 12 ’ 12 —_——
A 4879 : ' Not Assigned
A 4880 _ . Mot Assigned
A ABal P 11 a 2 1 8 2.38
A 4BB2 P 10 10 & 4 1.583
A 4883 . _ . Not Assignad
A 4e84. B 13 13 7 6 2.04
A 4B85 P 10 9 5 4 1 2.7G
LK 4886 P 4 a 2 i 1 2.27
A 4B8B7 P 12 12 5 7 2.35
A 4888 P 16 16 8 8 2.42
i A 4889 P 2 2 ¥ 2 2.60
| B 4890 P 12 1z 3 9 2.47
i ‘A 4891 NP i ——
| A 4852 P 11 . 1l0 7 a 1 2,50
! A 4891 P 11 10 & 4 1 2.584
} A 4854 P 15 15 8 7 2.98
! A 4855 F 13 12 4 ] 1 2.66
i A 4836 P 13 113 4 9 3.24
R 4837 P 1o 10 & 4 1.97
A 4895 P 10 10 g 1 3.47
A 4895 P 10 ] 4 E 1l 2.92
A 4900 F & o 2 4 2,92

* P = Pregnant: NP = Not Pregnant



Group 273

Material FDA 71-55

FOOD AND DRUG RESEARCHK LABOFATORIES, INC.

Appendix IIX

Data_June 28, 1973

Laboratory Ho. 1574 i

Reproduction Dmta in Rata {Individual)
Dosa 1.81 mg/kyg :
Lam MNo. Fate* Implant Fatuseas Eex FResorption Average Fetus Ramarks
Sites Alive Daad [ F Sites Welght {g)

- I 4001 P 9 9 4 5 1.76
I 4002 NP ] ——
I 4003 F 15 is a 7 4.34
I 4004 P 10 1D 5 = 4.58
I 4005 P 9 3 8" 1 5.58
I 4006 F 12 12 4 2] 3.97
I 4007 P 11 11 7 4 4.27
I 4008 NP 0 -
I 4009 P 13 13 5 8 3.79
I 40610 B 113 13 ] ? 3.71
I 4011 F 14 14 B 6 3.59
T 4012 P 15 13 6 7 2 3.71
I 4013 F 12 12 3 9 3.53
I 4014 HP O —_—
I 4015 F 12 12 5 6 3.77
I 4016 E 9 9 8 1 3.57
I 4017 NP g i
I 4018 P 9 9 6 3 3.66
I 401% P 11 11 3 a8 3.88
I 4020 NP 0 —_—
I 4021 P 12 12 & & 3.89
I 4022 P 15 15 8 7 4,22
I 4423 TP 12 12 & & 4.05
I 4024 NF D -
I 4625 P 12 11 4 7 1 3.62
* P = Pregnanty NP a Not Pregnant



FOoaD AND DRUG RESE#RCH LABORARTORIES, IMNC.
Group 274 Date June 28, 1373

Appendix II
Material wpa 71-55

Reproduction Data in Rats {Individual)

Dose B.4]1 -me/kg
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus FPFemarks
Sites Alive Dead M F Sitsas Weight (g)
I 4031 P 15 15 7 | 3.gp
I 403z P 13 13 5 8 ' 3.4a7
T 4033 ‘NP 0  ——
I 4034 NP a ) —_—
I 4035 P 10 10 ' 4 & £.16
I 4036 P 17 17 5 12 : 4.30
T 4037 p 14 14 © 1D 4 3.e2
1 4038 B 9 9 5 4 3,78
T 4039 ME a ——
I 4040 B 10 10 5 5 3.62
I 4041 P 14 12 & 6 2 3.6z
I 4042 P 12 12 7 5 . 3.76
I 4043 P 10 9 4 5 b 3.87
I 4044 P 12 13 7 [ 3.68
I 4045 P . 11 11 4 7 . 3.91
I 4046 . NF Q J———
I 4047 F 11 11 ;! 7 A R2
T 4048 P 11 11 3 8 .32
I 4049 P 12 12 3 9 3.63
I 4050 P 14 14 5 9 .80
I 4451 NP a -
I 40582 P 14 13 10 3 b 4.03
I 440153 P 13 13 5 8 3,43
1 4054 b2 12 12 T 5 3.7e

Laboratory No. 1574 i

Y

* P = Pregnant; NP = Hot Pregnant



FOOD AND DRUG RESEARCH LABOBRATORIES, IKC.

Group 275 : . Date . June 28, 1973
Appendix II
Material rpp 71-55 ' Laboratory No. 1574 i
_ Reproduction IDmta in Rata {Individual}
Dosea 39,1 mg/kg :
Dam Ho, Fate* Implant Fatuses Sex HFesorption Average Fetus BRemarks
: Sites Alive Dead M F Sitas Waight (g}
1 4061 F 13 13 5 a i.76
I 4062 o 13 13 5 a 4.24
I 4063 P 11 11 9 2 .n
I 4064 P 9 9 7 2 4.190
1 4065° P 15 15 1 4 4,12
I 4066 F 1D 10 6 4 4.21
I 4067 F 13 13 5 a 4,03
I 40&A8 . F 9 g & 3 - 4,07
I 4069 P 11 11 5 6 4.02
I 4070 I a 7 3 4 1 3.5%
I 4071 HF o ——
I 4672 P 16 1€ 10 6 3.30
I 4072 F 14 14 5 9 3.56
I 4074 P 13 13 & a 3.59
I 4075 B 14 14 7 7 3.70
I 4076 P 11 12 7 4 3.79
I 4077 NF ] _ -
I 4078 P 10 10 5 L 3,49
I 4079 P 14 14 6 a 3.68
I 4080 | 4 11 11 5 G 3.83
T 4081 P 12 12 2 10 3.87
I 4ca2 P 11 11 5 6 4.16
I 4083 P 1z 11 a 3 i 3.55
I 4084 F 12 2 7 5 3.87
I 4085 P 12 12 3 3 3.77

2. s ——— TR e —— [ —— ——t e —_

* P = Pregnant; NP = Not Pregnant



FOQD AND DRUG RESE.!I;RCH LABO FATORIES, INC.
Group 276 ' Date June 28, 1973

Appendix IIX

Material FDA 71-55 Laboratory NHo. 1574 i
Reproduction Data in Ratm (Individual)
Doae 181.0 mg/ky
Lam ¥o. Fate* Implant Fetuses Sex FResorption Average Peftus FHemarks
Sites Alive Dead M F sSites Weight (g}

-1 402, r 14 14 : 6 3.81
I 4092 P 12 12 s 7 3.93
1 4093 P 10 10 d 6 4.21
1 4094 P 14 14 9 5 3.89
I 4095 P 11 11 7 4 4.12
I 4096 P 10 10 5 5 4.44
I 4097 P 11 10 5 5 : 4.45
T 4098 P 15 15 g 7 3.80
I 4699 P 12 12 7 5 4.12
I 4100 TP 11 11 7 4 3.91
I 4101 NP ¢
I 4102 P 15 15 9 6 3.68
I 4103 P 18 10 7 3 4.06
I 4104 P 15 15 & 9 . 3,69
I 4105 P 11 11 [ 5 1,99
I 4106 P 5 5 3 2 . 4,01
I 4107 P 11 11 5 6 3,68
I 4108 P 11 10 4 B 1 5.43
I 4109 P 11 11 5 B 3.84
I 4110 P 7 7 2 5 2.85
I 4111 P 15 15 8 7 3.89
I 4112 P 11 11 5 & 3.93
I 4113 " P 11 9 4 5 2 3.75
1 4114 P 12 12 5 7 3.76
T 4115 P 8 8 4 4 4.17

t p = Pregnant: NP = Not Pregnant



HAMSTERS



HF FOL ND DRUG

LABORATORIES, INC. WAVERLY DIFIGION

FINAL Po Box 107
REPORT ) Wavarly, Huw York 14892
______ o ‘ _
sukmitted to: DHEW/Public Health Service Date July 31, 1973

Food and Drug Administration CA-272

5600 Pishers Lane-Room 50C-13

Rockville, Maryland 20852 Laboratory No, 1575 i
Contract No, FDA T1-260

Sample: -  Fine white crystalline material

Marking: FDA 71-55 (Tartaric acid)

Examination Requested: Teratolegic evaluation of FIA 71~ 553 in hamsters

Procedure: See Appendix I
' Results: See Tables 1 through 4 and Appendix II
Conclusion:

On the basis of the data presented herein, the following
conclusion appears to be warranted:

"The administration of up to 225 mg/kg (body weight} of the test
material te pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal oxr fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
the sham-treated contrels,”® :

FOCD AND DRUG RESEARCH LABORATORIES, INC.

Kenteth Morgardidgg|, Ph.D.

Vice President

Thin report B submiimd jor the excivelye vse of the person, parinerehEp, aof carparattan 1o whom 1t i pddreeeed, and ntlﬂ:ﬁr the mport nar the name of thaes
Labarktories ndad of any Mechbars aof il slel, mey be used In conreciion with ihe advartiaing or sale of Any producl or process whihout wrillen suihorizatien.

e o e — e o
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FOOD AND DRUG RESEARC. LABORATORIES, INC,

Groups: 271 through 276 : Date: gpne 28, 1973
Table 1
Material :PDA 71-55 Laboratery NHo. : 1575 3
Fate Summary :
({ Bamsters )
Group Material Ingg** Total Surviving at Term
ma/kg Mated Pregnant Total Pregnantl
271 Sham 0.0 24 21 _ 4 21
273 Aspirin® 250.0 25 21 23 19
273 FDA T1-h5& 2.25% 25 21 24 . 20
274 Fph 71-55 10.45 25 21 25 21
275 FDA 71-5% 48.55 24 24 23 23
276 Pha 71-55 225.0 25 22 . 24 -2

* Pasitive Control : 250.0 mg/ky
*¥* hAdministered as a watar sclution (See Appendix I)

l}Includes_all dams examined at tarm
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FOOD AND DRUG RESEAR. JABORATORIES, INC.

Group: 271 through 276 . Date: Jupms 28 1973
Table 2
Material: Fpa 7]1-5% Reproduction Data Laboratory Ro. 75 1
{ Hamaters }
Group: 21 272 273 274 275 276
bose (mg/kg}: Sham Aspirine* 2,25 10.45 4B.55 225,0
Pregnancies
Total No. 21 21 21 21 24 22
Died oy Aborted (bzfore Day 14 ) o 2 1 o 1 1
To term (on Day 14 21 19 20 21 23 21
Liva Litters
Total Ho.* 21 15 20 21 23 21
Implant S5ites .
Total Ho. ior 288 308 ing 343 00
Avarage/dam* 14.3 15.2 15.4 14.7 14.9 14.3
Resorpticns _
Toctal No.* 1 B 7 5 q d
Dams with 1 or more sites resorbed 1 4 3 5 3 4
Dams with all sites resorbed - - - T - -
Fer cent partial resorptions 4.76 21.1 15.0 23.8 13.0 19.1
Par cent complete resorptions - - - - — —
Live Petuses
Total No. 299 278 300 ‘304 333 295
Average/dam* 14,2 14.6 15.0 14.5 - 14.5 14.1
Sex ratio {(M/F) 0,95 0.79 0.B82 0.83 0.84 1.91
Dead Fetuzes .
Total® 1 2 1 — 6 1
pams with 1 or more dead 1 2 1 - 3 1
Lams with all dead - - — - - -
Per cent partial dead 4.78 10.5 5.00 - 13.0 4,76
Per cent a2ll dead - -— - - —-— -
Average Fetus Welght, g 1.74 1.78 1.73 1.73 1.76 1.76

* Includes only those dams examined at term.

* Positive Contral: 250.0 ma/kg




FOOD AND DHIG RESEARRCH -LABORATORIES,

Groups_2731 throuygh 276

Material ppa 7155

Tahle 3

Date

IHC.

Laboratory Ho.

June 28,

1575 j,

1973

Summary of Skeletal Findings»
{ Hamsters )

Group Ho. :
Findings
pose {mg/kgl:

271
Sham

272

Aspirin®*

271

2,15

74
10.45

275
43.55

276
225.0

Live Fetuzes Examined
(at term)

Sternebrae
Incompleta oss.
Scrambled
Eipartite
Fused
Extra
Missing
Other

Ribs
Incomplete oss.,
Fused/split
Wavy
Less than 12
More than 13
Other

Vertebrae
Incomplete oss.
Scrambled
Fused
Extra ctrs, os8s.
Seoliosis
Tail defects
Othar

Skull
" Incomplete closure
Missing
Cranicstosis
Other

Extraemities
Incomplete oBs5.
Miesing
Extra

Miecellaneous
Eyoid; missing
Eyoid; reduced

207/21

67/18
23714

i
37/13

41717

4/3

lfi

/4
9/6

193/19

167/19
26/14

1/1
45/15

a0/14

5/3

2,2

1/1

2/2
25/10

207/20

61/16
3z/l4

1/1

- 38/14

48/16

4/3

2/1

2/ 2
4/4

212/21

67/17
23/11

4/2
59717

1/1
52/14

4/3

1/1
1/1

3/3
20/10

210/23

93/21
21/14

1/1
a37/12

52/18

B8/5

2/1
4/3

203721

73730

22/12

3a/l4

33/15

&/4

7S5

a7z
5/4

* Numerator=Number of fetuses affected; Denominator=Number of litters
aAffected.

** Pozitive control:

250.0 mg/ kg



Groups

FOOD AND DRUG FESEARCH LABOFRATOHIES, INC.

271 through 276

Material gpa 73-55

Table 3-~a
Summary of S50ft Ti=sue Abnormalities

(Hamsters)

Datea Jung 28, 1973
Leboratory No. 1575 i

Group

Matarial Dosa Level Dam Mumber of Deacripticn
mg/kg
271 Sham o.0 5a7a Diphallia
5380 Umbilical hernia
£892 Hydrocephalus
5832 Umbilical hernia
272 Aapirin* r25ﬂ.ﬂ 5891 Atelocardia
273 FDA 71=53 2.25 BQLG Hydrocephalus
274 FDA T1-55 10,45 5052 Meningoencephalocale;
hydrocephalus
Ahasarca
275 FDA T1=55 48,55 5070 Umbilical hernia
k078 Umbilical hernia
5078 - Eydrocephalus
276 FDAR 71-55 225.0 5091 Gastroschisis

* Pagitive Contral:

250.0 mg/kg



Groups 271 through 276

T
s

FO0OD AND DEUG EESEARCH LABORATORIES, INC,

Species Hamaters

Takle 4

Average Body Weighta®

Date June 28, 1973

Laboratory No. 1875 {

e e e e Bay-----==---=sSIIETTIIIOIS

Group Material Dosa

: Level o L] ) 10 1q**

mg/kg ~  mmmemeeseeee—me—————neeea- grm s e e

|

! : - .

i 271 Sham 0.4 130.2 131.0 134.9 146.1 17G.8 {21}

i 272 Aspirintek 250.0 128.0 123.0 136.2 145,] 172.0 (19
273 FDA 71-55 2,25 133.8 13e.1 13%.0 150.0 173.9 (20}
274 Fba 71-55 10,45 135,2 138.3 141.1 152.9 .175.3 (21}
275 FDA 71-55 48,55 129.0 132.0 135.1 146.2 171.6 (23}
276 FDA 71-55 225.0 122.9 127.1 13].2 140.5 166.9 {21}

* Of pregnant dans

** Number of surviving dams in parenthesesa (c.f,
250.0 mg/kg

*#*¥*% popitive conkrel:

Table 1)



. ' Appendix I
Teratology Study in Hamsters.

Virgin adult female golden hamsters from an outbred strain
were individually housed in mesh bottom cages in temperature and
humidity controlled quarters with free access to food and fresh tap
water at all times. They were mated (1 to 1) with mature males and
the appearance of motile sperm in the vaginal smear was considered
as bDay 0 of gestation. Beginning on D&y & and continuing daily
through Day 10 of gestation, the indicated dose levels of the test
material were administered by oral intubation. ' The controls were
sham treated with the vehicle at a level eguivalent to the group
receiving the highest test dose. The test material was prepared

and doses calculated according to thé fellowing table;

Dosage Dose Concantration
( mg/kg) (mi/kg] (mg/ml)

£ 250 1 £ 250

251 - 500 2 125 - 250
501 - 750 3 133 -~ 250
¥51L - 10090 4 a7 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
1561 - 1600 6. 4 235 - 250

Body weights were recorded on Days 0,6,8, 10 and 14 of the
gestation pericd, All animals were observed daily for appearance
and behavior with particular attention to food consumption in order
to better recognize any abnormalities resulting from anorexic effects
in the pregnant animal,

On bay 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation sites, resorption



iR,

sltes, live and dead fetuses were recorded. All live pups were
'waighed and the genitai tract of each dam was examined for any
.nnatamical abnormalities.

All fetuses were examined grossly for the presence of externai
congenital defects,and one-third of each litter underwent detailed
viescaral examination employing the Wilson technigue. The remaining
two-thizrds of the pups were cleared in potassium hydroxide, stained

with alizarin red S dye, and examined for the presence of skeletal

abnpormalities,
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FOOD AND DRUG RESEARCHE LABQFATORIES, INC.

Group 271 : Date June 28, 1973
Appendix II
Material Sham ' Laboratory No, 1575
Reproduction Data in Hamstars =~ {Individual)}
Cose 0.0 my/kyg
Dam He, Fate* Inplant Fetuses Sex Peszorption Avarage Fetus Remarks
Sitasg Alive Dead M P Sites Weight {g}
5 5876 P 11 11 7 -4 1.63
5 5877 P 13 13 a 5 2.03
5 5378 P 15 14 1., 7 ? 1.24
g 5879 P 16 16 6 10 1.59
5 k8BO . b 15 15 & 5 1.63
5 5881 F 13 13 8 5 1.9%9
S 5862 P 14 14 & g8 1.87
5 5883 P 15 15 5 10 1.69
5 5334 B 14 14 G 5 1.70
5 5885 B 14 14 7 7 1.83
& E8B6 P 14 14 6 8 i.99
5 5887 P 1s 16 a 7 1.82
5 5388 P 12 1z 4 B 1.87
5 hB89 NP o _ -—
5 5890 NF o —_——
5 5891 |3 15 14 i 1 1.74
S 5892 P 15 15 8 H 7 1.57
S 5893 NP 0 : _—
5 5B94 P 17 17 a 9 o 1.64
g 5895 o 14 14 5 9 1.78
5 5896 o 14 14 & g r.76
5 5897 P 18 18 7 11 1,80
5 5898 P 12 12 9 3 1.36
5 5892 F 14 14 B 6 . 1.69

* P = Pregnant; NP = Not Pregrant



FOOD AND DRU¢ RESEARCE LABO RATORIES, INC.

Group 272 Appendix II Date June 28, 1972
Material Aspirin ' Lakoratory No. 1575
Dose 250.0 mg/kg FEeproduction Data in  Hamsters tIndi?iduali

Dam Ne. Fate® Inplant Patuses Sex ‘Fesorption Average Fetus BRemarkas

Sitas Alive Caad 1 F Sitas Weight (g}

-A 5876 P 15 15 o 6 1.78

A 5577 P 1g 18 12 & 1.86

A 55878 P 12 12 : 5 7 1.8&

A 5879 NP G —_—

A SBEO P 16 156 & - 9 1 1.99

A 5881 NP 0 : -

A HBR2 NP 0 ——

A 5HBB3 F 12 1z 4 8 1.89

A 5884 E 15 - 15 7 B 1.79

A 5865 B 9 9 - = —_— Natural Birth Day 14
A 5586 e ¥ _ —_——

A 5887 P 8 ki 4 3 1 1.99

A SBAS p 12 b3 | ] 2 1 1.91

A 5BAY P 19 19 4 15 1.80

A 5890 P 18 17 1 7 10 1.7

A 5891 F 15 14 1 7 7 1.84

A 5892 | 15 15 5 10 1.67

B 5893 | 3 14 14 & 8 : 1.82

A 5894 P 21 21 8 13 . 1.63

A 5805 P 15 15 - - —-_— Hatural Pirth Day 14
A 58%e P 17 17 6 11 - 1.92

A 5897 P 12 7 3 4 5 - 1.69

A 58498 b 20 20 10 10 ' 1.43

A 5899 F 17 17 : * 10 1.66&

A 5900 P 12 iz 4 a i.38

* P = Pregnant; NP = Not Pregnant



FoQD AND DRUG RESEARCH LABORATORIES, INC,

Group 271 Date June 28, 1973
— Appendix II
MaterialFDA 71-55 : Laboratory Na, 1575 i
Reproduction Data in Hamsters (Individual) . '
Losa 2.25 myg/kg
Bam Ng¢, Fate® Implant Fetuses SEex JbSnrptibn Average Fetus ‘Remarks
Sites Rlive Dead M F Sites Welght (g)

1 5001 P 19 18 1 9 g 1.62
T 5002 P 15 11 7 4 5 1,59

I 5003 P 17 17 5 12 1.53

T 5004 P 13 13 4 g 1.56

T 5005 P 14 14 6 ] 1.73

I 5006 P 15 15 é 3 1.73

I 5007 P 14 13 6 7 1 1.76

I 5008 NP 0 e

I 5000 NP 0 —

I 5010 P 12 12 ;] 4 1.73 _
I 5011 P 13 13 _ - —— Natural Birth Day 14
I 5012 P 12 12 a 4 1.91

I 5013 2 17 17 8 9 1.85

1 5014 P 15 15 5 5 1.76

1 5015 P 13 13 6 7 1.85

1 5016 P 14 14 7 7 1.83

I 5017 HE 0 -

I 5018 wp 0 ——

I 5019 P 14 14 5 9 1.71

I 5020 p 15 15 & ) 1.79

1 5021 P 19 19 g 11 1.85

I 5022 B 20 20 7 13 1.74

T 5023 P 18 18 10 a 1.73

T 5024 P 14 14 7 7 1.57

I 5025 p & 10 1 1.81

17 16

* P = Pregnant; NP = Hot Pregnant



FOOD AND DRUG RESEARCH LABO FATORIES, INC.

June 28, 1973
Group___ 274 Appendix II .- Date, :
Material FDA 71-55 Laboratory Ho. 157% 1
. Reproduction IDmta in  Hamsters {Individual) '
Dase 10.45 mg/kg .
Dam No, Fate?* Implant Fetuses Bex Fesorption Averagae Fetus FRemarkas
Sites Alive Daad M F Sitas Weight (g}

I 5031 p 1s 14 7 7 1 1.45
I 5032 NP 0 : —_—
I 5033 P 17 17 7 10 1.a7
I 5034 P 17 17 B 9 1.60
I 5035 NP o ' ——
I 5036 E. 19 19 g 11 1.53
I 5037 P 13 12 & 6 1 1.%1
I 5038 . NP 0 —_—
1 5019 P 9 8 6 2 1 . 1.82
I 5040 b 14 14 7 7 2.42
I 5041 NP 4] ——
T 5042 P 13 13 5 8 1.B3
1 5043 P 14 14 6 8 1.71
I 5044 B 15 15 a 7 L.58
I 5045 P 13 13 7 6 1.88
I 5046 P 13 13 7 6 1.80
I 5047 P 16 15 4 11 1 1.6C
I 5048 P 16 16 6 10 1.78
1 5049 P 17 17 8 '9 1.70
1 5050 P 12 11 6 5 1 1.51
I 5051 P 9 ) 4 5 . : 1.64
I 5052 P 17 17 a o 1.55
I 5053 F 17 17 B g 1.77
I 5054 P 17 17 6 11 1.77
1 5055 P 16 16 6 10 1.60

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Group 275 ) ) Date June 28, 1973
Appendix II

Material FOA 71-55 Laboratory Ne. 1575 i
Dose 48.55 ma/kg Reproduction Data in Hamsters iIndividual)

Cam No. Fate* Implant Fetuses Sex Rezorption. Average Fetus Femarks

Sites Alive Dead M F Sitas Waight (g}

.1 5061 P 12 12 6 6 . ) 1.58

I 5062 P 20 19 1 9 10 - 1.82

I 5063 P 14 13 5 a 1l 1.75

I 5064 F 1& 16 [ 10 1.64

I 5065 F 17 17 6 - 11 1.54

I 5006 P is 15 - —— : ———— Natural Eirth Day 14
I EQ&7 P 13 12 3 5 2.1]

1 5068 P 13 12 4 7 { 1.73

I 5069 P 13 13 4 9 1.88

I 5070 B 15 14 1l 9 5 1.79

I 5071 o] 14 14 a ] .03

1 5072 P 15 13 10 3 2 1.90

I 5073 F 17 17 5 12 . 1.77

I 5074 F 12 12 B 4 1.65

I 5075 P 10 6 4 3 3 1.489

I 5076 P 15 15 8 7 5 1-99

I 5077 P 17 17 7 18 *1.73

I 5078 P 21 2% 7 14 1.68

I 5379 F 15 15 & 9 l.82

1 5080 P 14 14 & 8 1,91 _

I 5481 Not Assigned
I 5082 F 14 14 & B 1.68

1 5083 P 15 15 4 11 1.47

I 5084 P 15 15 B 7 2.02

I 5085 P 1& 16 9 7 1.62

* P = Pregnanty; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABO PATORIES, INC.

Group 275 . Date June 28, 1373
Appandix II

Material Fpa ¥1-55 - Laboratory Ho. 15715 4

Dose 225. 0 -ma/kg Peproduction Data in  pametars (Individual}

Dam No. Fate* Implant Fetuses Sex Resarption Average Fetus Femarks
Sites Alive Dead M F 5Sitss Weight {g)

I 5491 P is5 15 B 7 1.52

I 5062 P 15 14 1 7 7 1 ] .60

I 5393 P 13 18 9 9 1 1.73

I 509 | 3 16 16 : B 10 1.96

I 5095 HF O e e

I 5026 F 10 10 5 5 2.00

I 5097 P 14 14 5 9 1.73

I 5098 P 13 12 5 7 1 1.56

I 5099 F 14 14 4 15 1.57

I 5100 P 1z iz 9 3 2.1%

I 5101 Not Assighed

I 5102 NP 1] : . ——— '

I 5103 P 15 15 ] 6 1.83

I 5104 NP 0 N —

I 5105 F 16 1ls B B 1.9¢6

I 5106 P 12 12 B 4 1.80

I 5107 P 21 21 1c 11 1.57

I 5108 P 13 13 6 7 1.60

I 5109 B 16 16 5 7 1.74

I 5110 P 15 14 G g 1 1.70

I 5111 B 16 1€ 5 bl 1.7¢

I 5112 B 13 - 13 7 & 1.97 ) :

I 5113 P 10 10 -— - —— Hatural Birth Day 14

I 5114 F 11 11 7 4 1.75

I 5115 P 14 14 7 7 1.79

I 5116 P 9 9 5 4 1.83

* P = Pregnant: NP = Not Pregnant



